Supplementary

Supplementary Methods Protein extraction, isotopic dimethylation labeling and LC/MS-MS analysis
The whole-cell lysates of the MHCC97H cells with or without co-cultured with LX2 cells were extracted using lysis buffer containing 7M urea (Sigma), 2M thiourea (Sigma) and protease inhibitor (Roche) by continuous votex at 4°C for 1 hr. After centrifugation at 15000 g for 30 min at 4°C, the protein abundance supernatant was determined using Bradford method, then aliquoted and stored at -80°C. Next, 100μg of protein from each sample was transferred into 10K ultrafiltration tube (Millipore). These proteins were reduced with 10 mM dithiothreitol (60 min, 56°C) and alkylated with 12 mM iodoacetamide in darkness (45 min, 37°C). To remove contaminants, samples were centrifuged by adding 100mM TEAB for three times. 2 μg trypsin (Promega, Madison, WI, USA) was added for overnight digestion at 37°C. After that, tryptic peptides from two samples were isotopically dimethylated as previous study [1] . Briefly, 4μl of 4% CH 2 O (Light) or 4% CD 2 O (Heavy) was added followed by 4μl of 600 mM NaBH3CN. The mixture was incubated for 1 h at room temperature. The reaction was quenched with ammonia. The differentially labeled samples were then pooled and desalted using Sep-Pak Vac C18 (Waters, Milford, MA, USA).
The peptide mixture was lyophilized again and dissolved in 20mM ammonium formate in water, pH10.0, adjusted with ammonium hydroxide, and then fractionated by high pH separation using Ultimate 3000 system (ThermoFisher scientific, MA, USA) connected to a reverse phase column Three independent experiments were repeated.
Bioinformatics Analysis of Differentially Expressed Proteins
Protein identification and quantification for experiments was carried out using ProteinPilot 4.2 software (Applied Biosystems; MDS-Sciex). Database search was performed against a target-decoy database constructed based on SwissProt Human. Only proteins identified with at least 95% confidence were reported.
To identify proteins that were either up-or down-regulated, the ratios of proteins identified in three independent analyses were averaged. The threshold value that was set for significant regulated proteins in the present study was 1.5 fold. 
